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Amendments to the Claims 

Please cancel Claims 5, 6 and 18, amend Claims 1, 1 5, 17, 19 and 20, and add new 
Claims 21 to 23, The Claim Listing below will replace all prior versions of the claims in the 
application: 

Claim Listing 

What is Claimed is: 

1 . (Currently amended) A method of inhibiting rejection of a transplanted organ, tissue or 
cell in a recipient mammal, the method comprising the step of administering to the 
recipient mammal an effective amount of an hnrnimrepppressm: agent anti-CD4()I. 
monoclonal antibody orrapamycin and an effective amount of a compound represented 
by The following structural formula: 



or a physiological salt thereof, wherein: 

R, is a substituted or unsubstituted aryl group, a substituted or unsubstituted 
aralkyl group or a substituted or unsubstituted alky! group; 

R 3 is an optionally substituted aralkyl group or an alkyl group substituted with 

Rj is a substituted or unsubstituted alkyl group or a substituted or unsubstituted 
aiyl group; 

R* a substituted or unsubstituted alkyl group or a substituted or unsubstituted aryl 
group; and 
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R 5 and R* are independently selected from a substituted or unsubstituted alkyl 
group or a substituted or unsubstituted aryl group or R,and Rj taken together with the 
nitrogen to which they are attached are a non-aromatic heterocyclic group; 

wherein each substituted aryl group, substituted alkyl group or substituted aralkyl 
group are independently optionally substituted at a carbon atom with-OH, -Br, -CI, -I, -F, 
R, -CH 2 R, -OCHjR, -CH 2 OC(0)R, -OR, -O-COR, -COR, -CN, -NO,, -COOH, -S0 3 H, 
-NH 2 , -NHR, -N(R) 2 , -COOR, -CHO, -COMH,, -CONHR, -CON(R>,, -NHCOR, - 
NRCOR, -NHCONHj, -NHCONRH, -NHCON(R) 2> -NRCONH 2 , -NRCONRH, 
-NRCON(R) 2 , -C(=NH)-NH 2 , -C(=NH)-NHR, -C(=NH)-N(R) 2 , -C(=NR>NH 2 , -C(=NR)- 
NHR, -C(=NR)-N(R),, -NH-C(-hiH>NH 2 , -NH-C(=NH)-NHR, -NH-C(-NH)-N(R) 2 . 
-NH-C(-NR)-MH 2 , -NH-C(=NR)-NHR, -NH-C(=NR>N(R) 2 , -NRH-C(=NH>NH 2 , 
-NR-C(=NH>NHR, -NR-C(=NH>N(R) 2 , -NR-C(=NR)-NH 2 , -NR-C(*=NR)-NHR, -NR- 
C(=NR)-N(R) 2 , -SO,NHj, -S0 2 NHR, -S0 2 NR,, -SH, -SO k R and -NH-C(=NH>NH 2 ; 

wherein each substituted aryl group or substituted aralkyl group are independently 
optionally substituted at a nitrogen atom with -R\ -N(R') 2 , -C(0)R\ -CO, R , 
-C(0)C(0)R\ -C(0)CH 2 C(0)R', -SO,R', -SO, N(R') 2 . -C(=S)N(R') 2 , -C^NHH^R'),, 
and-NR' S0 2 R'; 

R' is hydrogen, an alkyl group, phenyl, -O(Ph), CH 2 (Ph), heteroaryl or non- 
aromatic heterocyclic ring; 

each R is independently an alkyl, benzyl, or aryl group; or -N(R) 2 , taken together, 
can also form a non-aromatic heterocyclic group; and 

k is 0, 1 or 2. 

2. (Original) The method of Claim 1 wherein the transplanted organ, tissue or cell is a 
transplanted heart, kidney, lung, liver, pancreas, skin or bone marrow. 

3. (Original) The method of Claim 1 wherein the mammal is the recipient of a iransplamed 
stem cell(s). 

4. (Original) The method of Claim 1 wherein the transplanted organ, tissue or cell is 
xenogenic or bio-engineered. 
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5. (Cancelled) 

6. (Cancelled) 

7. (Original) The method of Claim 1 wherein Rj is an optionally substituted heteroaralkyl 
group or an alkyl group substituted with -NRsR*. 

8. (Original) The method of Claim 7 wherein: 

a) R, is an optionally substituted aryl group or an optionally substituted C r C 4 
aralky] group; 

b) R 3 is an optionally substituted aryl group or an optionally substituted C r C 4 
aralkyl group; and 

c) R, is an optionally substituted aryl group, an optionally substituted cycloalkyl 
group, an optionally substituted C r C 4 aralkyl group or an optionally 
substituted C r C 4 cycloalkylalkyl group. 

9. (Original) The method of Claim 7 wherein: 

a) R, is an optionally substituted phenyl group or an optionally substituted 
phenyl-C r C, alkyl group; 

b) R 3 a substituted or unsubstituted phenyl, phenyl-C r C 4 -alkyl, diphenyl-C r C 4 - 
alkyl, pyrazolyU pyra20lyi-C r C 4 -alkyi, indolyl, indolyl-C^-alkyl, 
thienyjphenyl, thienylphenyl-C r C 4 -alkyl, ftiranylphenyl, furanylphenyl-C,-C 4 - 
alkyl, fluorenyl, fiuoienyl-Cj-Craikyl, naphrhyl, napbihyl-C r C 4 -alkyl, 
quinoxalinyl, quinoxalinyl-C r C 4 -alkyl, an optionally substituted quina2oiinyl, 
an optionally substituted quinazolinyl-C^-alkyl, pyrolyl, pyrolyl-C r C 4 - 
aikyl, thienyl, thienyl-C r C 4 -alJcyl, furanyl or furanyl-C r C 4 -alkyl; and 

c) R 4 is an optionally substituted phenyl group, an optionally substituted phenyl- 
C,-C 4 -alkyl group, an optionally substituted diphenyl-C,-C 4 -alkyl group, an 
optionally substituted C 3 -C 8 -cycloa!kyl-C r C 4 -alkyl group or an optionally 
substituted dKC 3 -C 8 -cycloalkyi)-C r C 4 -alkyl group. 



PAGE 8120* RCVD AT 11/30/2006 6:21 :35 PM [Eastern Standard Time] * SVR:U$PT0€F XRF-6/37 * DNIS:2738300 * CSID:1 978 341 0242 * DURATION (mm-ss):05«38 



Nov-30-06 06:20pm 



Frora-HBSR 



1-978-341-0242 



T-376 P. 09/20 F-831 



-5- 



1 0. (Original) The method of Claim 9 wherein R 2 is an optionally substituted imadazolyl-C,- 
C«-alkyi group or a C,-C 4 alkyl group substituted with -NRjR,,. 

1 1 (Original) The method of Claim 1 0 wherein: 

R, is a phenyl group or phenyl-C,-C, alkyl group each optionally substituted with 
R, -CH 2 R, -OCH 2 R, -CH 2 OC(0)R J -OH, halogen, -OR, -O-COR, -COR, -CN, -N0 2 , 
-COOH, -S0 3 H, -NH 2 , -NHR -N(R),, -COOR, -CHO, -CONH,, -CONHR, -CON(R)2, 
-NHCOR, -NRCOR, -NHCONH 2 , -NHCONRH, -NHCON^),, -NRCONHj, 
-NRCONRH, -NRCON(R) 2 , -C(=NH)-NH 2 . -C(=NH)-NHR, -C(=NH)-N(R)2, -C(=MR> 
NH 2 , -C(=NR)-NHR, -C(=NR>N(R) 2> -NH-C(=NH)-NH 2 , -NH-C(=NH)-NHR, 
-NH-C(~NH>N(R) 2 , -NH-C(=NR)-NH 2 , -NH-C(=NR)-NHR, -NH-C(=NR)-N(R) 2 , 
-NRH-C(=NH)-NH2, -NR-C(=NH)-NHR, -NR-C(=NH)-N(R) 2 , -NR-C(=NR)-NH 2 , 
-NR-C(=NR)-NHR, -NRC(=NR)-N(R)3, -S0 2 MH 2 , -S0 2 NHR, -S0 2 N(R)3, -SH or -SokR; 
R 3 is represented by the following structural formula: 



R,is 2,2-diphenylethyl, 2-phenylethyl, ben2yl, diphenylmethyl, 1,2- 
diphenylethyl, 3,3-diphenylpropyl, benzyl, or 2-pyridylethyl, each optionally substituted 
with -OH, halogen, R, -CHjR, -OCH 2 R, -CH 2 OC(0)R, -OR, -O-COR, -COR, -CN, -NO,, 
-COOH, -SO,H, -NHj, -NHR, -N(R),, -COOR, -CHO, -CONH 2 , -CONHR, -CON(R) 2 , 
-NHCOR, -NRCOR, -NHCONH 2 , NHCONRH, -NHCON(R),, -NRCONH^ 
-NRCONRH, -NRCON(R),, -C(=NH)-NH 2 , -C(=NH)-NHR -C(->JH)-N(R) 2 , -C(=NR)- 
NH 2 , -C(=NR)-NHR, -C(=NR)-N(R) 2 , -NH-C(=NH)-NH 2 , -NH-C(=NH)-NHR, 
-NH-C(=NH)-N(R) 2 , -NH-C(=NR)-NH 2 , -NH-C(=NR>NHR, -NH-C(-NR)-N(R) 3 , 
-NRH-C(=NH)-NH 2 , -NR-C(-NH)-NHR -NR-C(=NH)-N(R) 2 , -NR-C(=NR)-NH 2 , 
-NR-C(=NR)-NHR, -NRC(=NR)-N(R),, -S0 2 NH 2 , -S0 2 NHR, -SO,N(R) 2> -SH or -SokR; 
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Ring A substituted or unsubstiiuted; R 7 is an optionally substituted phenyl, 
furanyl, thienyl or pyridyl group; n is an integer from 1-4; and X is a bond, CH 2 , OCH„ 
CH 2 OC(0), CO, OC(O), C(0)0. O, S, SO or S0 2 ; 

each R is independently C r C 4 alkyl or phenyl optionally substituted with amino, 
aJkylamino, dialkylamino, aminocarbonyl, halogen, alkyl, alkylaminocarbonyl, 
dialkylaminocarbonyloxy, alkoxy, nitro, cyano, carboxy, alkoxycarbonyl, alkylcarbonyl, 
hydroxy, haloalkoxy, or haloalkyl; and 
k is zero, one or two. 

12. (Original) The method of Claim 1 1 wherein R, is a phenyl group or phenyl-C,-C, alkyl 
group, each optionally substituted with C ,-C, alkyl, C,-C 4 alkoxy, halogen, CN, C r C,- 
alkylthiol, C.-C^haloalkyl or phenoxy; R, is 2,2-diphenylethyi, 2-phenylethyl, benzyl, 
diphenylmethyl, 1,2-diphenylethyl, 3,3-diphenylpropyl, ben2yl, or 2-pyridylethyL each 
optionally substituted with C r C, alkyl C,-C, alkoxy, halogen, CN, C,-C,-aJkylthioi, C r 
C 4 -haloalkyJ or phenoxy; R 7 is an optionally substituted phenyl group; n is I; and X is 
CO. 

13. (Original) The method of Claim 12 wherein Ring A is unsubstituted and R, is a phenyl 
group optionally substituted with R, -CH 3 R, -OCH 2 R, -CH 2 0C(O)R, ~OH, halogen, -OR, 
-O-COR, -COR, -CN. -NO,, -COOH, -SO,H, -NH 2 , -NHR, -N(R) 2 , -COOR, -CHO, - 
CONH 2 , -CONHR, -CON(R),, -NHCOR, -NRCOR, -NHCONH,, -NHCONRH, 
-NHCON(R),, -NRCONHj, -NRCONRH, -NRCON(R) 2 , -C(=NH)-NH 2 , -C(=NH)-NHR, 
-C(=NH)-N(R) 2 , -C(-NR)-NH,, -C(=NR)-NHR, -C(=NR)-N(R) 2 , -NH-C(=NH)-NH 2 , 
-NH-C(=N H)-NHR, -NH-C(=NH>N(R) 2 , -NH-C(=NR)-NH 2 , -NH-C(=N R)-NHR, 
-NH-C(=NR)-N(R) 2 , -NRH-C(=NH)-NH 2 , -NR-C(=NH)-NHR, -NR-C(=NH)-N(R) 2 , 
-NR-C(-NR)-NH 2 , -NR-C(=NR)-N HR, -NRC(=NR)-N(R) 2 , -SO,NH 2 , -SO,NHR, 
-S0 2 N(R) 25 -SHor-SO li R. 

4. (Original) The method of Claim 1 3 wherein R 7 is a phenyl group; and R 2 is 2-(imidazol- 
4-yl)ethyl. 
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15. (Currently amended) A method of inhibiting rejection of a transplanted organ, tissue or 
cell in a recifiifisi mammal, the method comprising the step of administering to the 
recipient mammal an effective amount of [[an]] ami CD40L monoclonal antibody or 
rapamydn and an effective amounr of a compound represented by the following structural 
formula: 




or a pharmaceutical^ acceptable sah of the compound. 

16. (Original) The method of Claim 1 5 wherein the transplanted organ, tissue or cell is a 
transplanted heart, kidney, lung, liver, pancreas, skin or bone marrow. 
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1 7 (Currently amended) A composition comprising a n nrnnxmusupprussrvt agent anti- 

CD40L monoclonal anribodv or rapamvcin and a compound represented by the following 
structural formula: 




or a physiological sail thereof, wherein; 

R t is a substituted or unsubstituted aryl group or a substituted or unsubstituted 
alkyl group; 

R 2 is an optionally substituted aralkyl group or an alkyl group substituted with 

R 3 is a substituted or unsubstituted alkyl group or a substituted or unsubstituted 
aryl group; 

R^ a substituted or unsubstituted alkyl group or a substituted or unsubstituted aiyl 
group; and 

Rj and R* are independently selected from a substituted or unsubstituted alkyl 
group or a substituted or unsubstituted aryl group or R 3 and R« taken together with the 
nitrogen to which they are attached are a non-aromatic heterocyclic group; 

wherein each substituted aryl group or substituted alkyl group are independently 
optionally substituted at a carbon atom with-OH, -Br, -CI, -I, -F, R, -CH 2 R, -OCH 2 R, 
-CI^OCCCOR, -OR, -O-COR, -COR, ~CN, ~N0 3 , -COOH, -SQ 3 H, -NH 2 , -NHR, -N(R) 2 , 
-COOR, -CHO, -CONH 3 , -CONHR, -CON(R) 2? -NHCOR, -NRCOR, -NHCONH,, 
-NHCONRH, -NHCON(R) 23 -NRCONH 2? -NRCONRH, -NRCON(R) 2 , -C(-NH»JH : , 
-C(=NH>NHR, -C(=NH)-N(R)2 ? -C(-NR)-NH„ -C(-NR>MHR, -C(=NR>N(R) 2 , 
-NH-C(=NH>NH 3 , -NH-C(=NH)-NHR, -NH-C(=NH)-N(R) 2 , -NH-C^NRJ-NHo, 
-NH-C(=NR)-NfiR, -NH-C(-NR)-N(R) 2 , -NRH-C(=NH)-NH 2 , -NR-C(=NH>NHR, -NR- 
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C(=NH)-N(Rj 2 , -NR-C(-NR)-NH 2 , -NR-C(=N R)-NHR -NR-C(=NR)-NCR) J , -S0 2 Ntt 2 , 
~SO,NHR, -SO,lMR 2 , -SH, -SO k R and -NH-C(=NH)-NH 2 ; 

wherein each substituted aryl group is optionally independently substituted at a 
nitrogen atom with -R\ -N(R') 2 , -C(0)R\ -C0 2 R , -C(0)C(0)R', -CvOjCJk C(0)R\ - 
S0 2 R\ -SO, N(R') 2 , -C(=S)N(R') 2 , -C(=NH)-N(R% and -NR' S0 2 R'; 

R* is hydrogen, an alkyl group, phenyl, -O(Ph), CH 2 (Ph), heteroaryl or non- 
aromatic heterocyclic ring; 

each R is independently an alkyl, benzyl, or aryl group; or -N(R) 2 , taken together, 
can also form a non-aromatic heterocyclic group; and 

k is 0, J or 2. 

18. (Cancelled) 
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19. (Currently amended) A composition comprising [fan]] ami CD40L monoclonal antibody 
o r r a p amycin and a compound represented by the following structural formula: 




or a pharmacewically acceptable sail of xhe compound. 

20. (Currently amended) A method of inhibiting rejection of a transplanted organ, tissue or 
cell in a recipient mammal, the method comprising xhe step of administering to the 
recipient mammal an effective amount of em nrtmtmronpprcssm; agent anti-CD40L 
monoclonal antibody or rapamvein and an effective amount of a compound represented 
by the following structural formula: 
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R n is -H, a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, 
a substituted or unsubstituted hcteroaryl or a substituted or unsubstituted heteroaralkyl; 

R J2 is alkyl substituted with NR l5 R, 6 , a substituted or unsubstituted aryl, a 
substituted or unsubstituted heteroaralkyl, or a substituted or unsubsmutaJ 
heterocycloalkylalky 1 ; 

R, 3 is a substituted or unsubstituted aJkyl, a substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted heteroaryl, a substituted or unsubstituted heteroaralkyl, a 
substituted or unsubstituted benzophenonyi, or a substituted or unsubstituted 
cycloalkylalkyl; and 

each R H is independently, -H, a substituted or unsubstituted alkyl, a substituted or 
unsubstituted aryl ? substituted or unsubstituted aralkyl or a substituted or unsubstituted 
heteroaralkyl; 

R 15 and R l<5 are independently selected from H, a substituted or unsubstituted 
alkyl, a substituted or unsubstituted cycloalkyl, a substituted or unsubstituted aryl or 
unsubstituted aralkyl or R i5 and R l6 together with the nitrogen to which they are attached 
arc a heterocycloalkyl; 

wherein each substituted aryl group, substituted alkyl group, substituted 
heteroaralkyl, substituted heterocycloalkylalkyl, substiiuied cycloalkylalkyl, substituted 
benzophenonyi, substituted cycloalkyl, heterocycloalkyl or substituted aralkyl group are 
independently optionally substituted at a carbon atom with-OH, -Br, -CI, -1, -F, R, -CH 2 R, 
-OCH 2 R, -CH 2 OC(0)R, -OR, -O-COR, -COR, -CN, -NO,, -COOH, -S0 3 H, -NH 2 , -NHR, 
-N(R) 2 , -COOR, -CHO, -CONH^ -CONHR, -CON(R) 2 , -NHCOR, -NRCOR, 
-NHCONH,, -NHCONRH, -NHCON(R) 2 , -NRCONH 2 , -NRCONRH, -NRCONCR),, 
-C(=NH)-NH 2 , -C(=NH)~NHR, -C(=NH)-N(R),, -C(=NR)-NH 2 , -C(=NR)-NHR, 
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-Q-NR^NCR),, -NHX(=NH)-NH 2 , -NH-C(=NH )-NHR, -NH-C(=NH)~N(R),, 
-lslH-C(=NR)-NH 2 , -NH-C(=NR)-NHR, -NH-C(=NR)-N(R) 2 , -MRM-C(=NHj-NH 2 , 
-NR-C(=NH)-NHR, -MR-C(=NH)-N(R) 2 , -NR-C(=NR)-Nli,, -NR~C(=NR)-NHR, -NR- 
C(=^R)-N(R)2, -S0 2 NH,, -SOjNHR, -S0 2 NR,, -SH, -SO.R and -NH-C(=NH)-NH,; 

wherein each substituted aryl group, substituted heteroaralkyl. substituted 
heterocycloalkylalkyl, substituted cycloalkylalkyl„ heterocycJoaikyl or substituted aralkyl 
group are independently optionally substituted at a nitrogen atom with -R\ -N(R'),, 
-C(0)R\ *C0 2 R , -C(0)C(0}R% -C(0)CH 3 C(0)R', -S0 2 R% -SO, N(R'>>, -C(=S)N(R% 
-C(=NH)-N(R') 2 , and -NR' SO,R' ; 

R' is hydrogen, an alkyl group, phenyl, -O(Ph), CH,(PhX heteroary! or non- 
aromatic heterocyclic ring; 

each R is independently an alkyl, benzyl, or aryl group; or -N(R)2, taken together, 
can also form a non-aromatic heterocyclic group; and 

k is 0, 1 or 2. 

2 1 . (New) A method of inhibiting rejection of a transplanted organ, tissue or cell in a 
recipient mammal, the method comprising the step of administering to the recipient 
mammal an effective amount of rapamycin and an effective amount of a compound 
represented by the following structural formula: 
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or a pharmaceutical^ acceptable salt of the compound. 

22. (New) The method of Claim 2 1 wherein the transplanted organ, tissue or cell is a 
transplanted heart, kidney, lung, liver, pancreas, skin or bone marrow. 

23. (New) A composition comprising rapamycin and a compound represented by the 
following structural formula: 



PAGE 17/20 * RCVD AT 1 1/30/2006 6:21 :35 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/37 * DNIS:273830() * CSID:1 978 341 0242 * DURATION (mm-ss):05-38 



Nov-30-06 
10/719,701 



:22pm Frora-HBSR 



1-978-341-0242 



T-376 P. 18/20 F-631 



•14- 




or a phannaceutically acceptable sail of the compound. 
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